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DE, DK, ES, FI, FR, GB , GR , IE, IT, LU, MC , NL , PT , SE, BF, BJ, 
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R: AT, BE, CH , DE, DK, ES , FR, GB , GR , IT, LI, LU, NL , SE, MC , PT, 
IE, SI, LT, LV, FI, RO 
PRAI US 1999-141342P P 19990628 
WO 2000-US17579 W 20000626 
AB Methods of making Apo-2 ligand (Apo-2L, also 

known as TRAIL or tumor-necrosis factor- related 

apoptosis - inducing ligand) and formulations of Apo-2L using divalent metal 
ions are provided. Such divalent metal ions include zinc and 
cobalt which improve Apo-2L trimer formation and stability. The 
crystal structure of Apo-2L is also provided, along with Apo- 
2 ligand variant polypeptides with improved stability, 

identified using oligonucleotide-directed mutagenesis. Replicable plasmid 
vectors are described for cloning and expression of Apo-2L and its 
variants in host Escherichia coli, 
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FS APPLICATION 
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CLMN Number of Claims: 23 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to novel human secreted proteins and 

isolated nucleic acids containing the coding regions of the genes 
encoding such proteins. Also provided are vectors, host cells, 
antibodies, and recombinant methods for producing human secreted 
proteins. The invention further relates to diagnostic and therapeutic 
methods useful for diagnosing and treating diseases, disorders, and/or 
conditions related to these novel human secreted proteins. 

SUMM , . . surfaces and antibody-antigen complexes in the classical 

pathway of complement. The structure reveals a homology to the tumor 

necrosis factor (TNF) family. Identical folding topologies, 

key residue conservations, and similarity of trimer interfaces 

and intron positions firmly establish an evolutionary link between the 

TNF and CI q families. It has been suggested that TNFs, which 

control many aspects of inflammation, adaptive immunity, apoptosis and. 
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TI A unique zinc-binding site revealed by a high-resolution X-ray 

structure of homotrimeric Apo2L/TRAIL. 
AU Hymowitz S G; O'Connell M P; Ultsch M H; Hurst A; Totpal K; Ashkenazi A; 

de Vos A M; Kelley R F 
CS Department of Protein Engineering, Genentech, Inc., 1 DNA Way, South San 

Francisco, California 94080, USA. 
SO BIOCHEMISTRY, (2000 Feb 1) 39 (4) 633-40. 

Journal code: AOG; 0370623. ISSN: 0006-2960. 
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DT Journal; Article; {JOURNAL ARTICLE) 

LA English 

FS Priority Journals 
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ED Entered STN: 20000309 

Last Updated on STN: 20000309 
Entered Medline: 20000223 

AB Apoptosis-inducing ligand 2 (Apo2L, also called TRAIL) , a member of the 
tumor necrosis factor (TNF) family, induces apoptosis in a 
variety of human tumor cell lines but not in normal cells [Wiley, S. R., 
Schooley, K. , Smolak, P. J., Din, W. S., Huang, C.-P., Nicholl, J. K. , 
Sutherland, G. R., Smith, T. D., Rauch, C, Smith, C. A., and Goodwin, R. 
G. (1995) Immunity 3, 673-682; Pitti, R. M., Marsters, S. A., Ruppert, S,, 
Donahue, C. J., Moore, A,, and Ashkenazi, A. (1996) J. Biol. Chem. 271, 
12687-12690]. Here we describe the structure of Apo2L at 1.3 A resolution 
and use alanine - scanning mutagenesis to map the receptor contact regions. 
The structure reveals a homotrimeric protein that resembles TNF 
with receptor-binding epitopes at the interface between monomers. A 
zinc ion is buried at the trimer interface, coordinated 
by the single cysteine residue of each monomer. The zinc ion is 
required for maintaining the native structure and stability and, hence, 
the biological activity of Apo2L. This is the first example of 
metal -dependent oligomerization and function of a cytokine. 
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DRWN 28 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention provides a novel Fas antigen derivative which comprises 

at least a part or entire portion of Fas antigen extracellular region 
polypeptide in which at least one amino acid residue is deleted from a 
group of amino acid residues starting from the N-terminal amino acid 
residue of the Fas antigen polypeptide to a cysteine residue most close 
to the N-terminal side (excluding said cysteine residue) , as well as a 
DNA fragment which encodes said Fas antigen derivative, a recombinant 
DNA molecule which contains said DNA sequence, a transformant in which 
said recombinant DNA molecule is introduced, a method for the production 



of said Fas antigen deri\^^^e, a medicament which contain^^Paid novel 

Fas antigen derivative as^Ke active ingredient and a meth^r for the 

improvement of activities and functions of Fas antigen and the like. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to novel human secreted proteins and 

isolated nucleic acids containing the coding regions of the genes 
encoding such proteins. Also provided are vectors, host cells, 
antibodies, and recombinant methods for producing human secreted 
proteins. The invention further relates to diagnostic and therapeutic 
methods useful for diagnosing and treating diseases, disorders, and/or 
conditions related to these novel human secreted proteins. 
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AI US 2001-798789 Al 20010302 (9) 

PRAI US 2000-186427P 20000302 (60) 

DT Utility 
FS APPLICATION 

LREP FLEHR HOHBACH TEST ALBRITTON & HERBERT LLP, Four Embarcadero Center, 

Suite 3400, San Francisco, CA, 94111 
CLMN Number of Claims: 13 
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DRWN 21 Drawing Page{s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention relates to novel proteins with TNF-. alpha, antagonist 

activity and nucleic acids encoding these proteins. The invention 
further relates to the use of the novel proteins in the treatment of 
TNF-. alpha, related disorders, such as rheumatoid arthritis. 
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IN Nakamura, Norio, Tokyo, Japan 

Nagata, Shigekazu, Osaka-fu, Japan 
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p'rAI "JP 1996-135760 1996 
DT Utility 
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EXNAM Primary Examiner: Huff, Sheela; Assistant Examiner: Harris, Alana M. 
LREP Birch, Stewart, Kolasch & Birch, LLP 
CLMN Number of Claims: 22 
ECL Exemplary Claim: 1 

DRWN 15 Drawing Figure (s); 28 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention provides a novel Fas antigen derivative which comprises 

at least a part or entire portion of Fas antigen extracellular region 
polypeptide in which at least one amino acid residue is deleted from a 
group of amino acid residues starting from the N-terminal amino acid 
residue of the Fas antigen polypeptide to a cysteine residue most close 
to the N-terminal side (excluding said cysteine residue) , as well as a 
DNA fragment which encodes Fas antigen derivative, a recombinant DNA 
molecule which contains DNA sequence, a transformant in which 
recombinant DNA molecule is introduced, a method for the production of 
Fas antigen derivative, a medicament which contains novel Fas antigen 
derivative as the active ingredient and a method for the improvement of 
activities and functions of Fas antigen and the like. 
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RLI Continuation-in-part of Ser. No. US 1998-21706, filed on 10 Feb 1998, 

now abandoned Continuation-in-part of Ser. No. US 1997-798692, filed on 
12 Feb 1997, now abandoned 

DT Utility 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB An isolated clone consisting of sequences transcribed from the TREPA 



gene. Also provided are human polypeptides translated from said TREPA 
sequences and a procedure for producing such polypeptide by recombinant 
techniques. Also provided are a procedure for producing soluble 
biologically active TREPA, which may be used to treat deficiencies of 
TREPA and diseases conditions ameliorated by TREPA. Antibodies, 
antagonists and inhibitors of such polypeptide which may be used to 
prevent the action of such polypeptide and therefore may be used 
therapeutically to treat TREPA-associated diseases, tumors or 
metastastases are disclosed. Also disclosed is the use of said 
antibodies, agonists and inhibitors as well as the nucleic acid 
sequences to screen for, diagnose, prognosticate, stage and monitor 
conditions and diseases attributable to TREPA, especially inflammation. 
The use of said partial sequence to provide antibodies, agonists and 
inhibitors as well as partial nucleic acid sequences to screen for, 
diagnose, stage and monitor diseases associated with TREPA, including 
but not limited to inflammation. Illustrative sequences and clone 
designations for TREPA are provided. 
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US 1995-515903 1^^0816 (8) 

Division of Ser. No. US l^W-323445, 

Utility 
Granted 

Primary Examiner: Eisenschenk, Frank C. 
Number of Claims : 8 
Exemplary Claim: 1 

22 Drawing Figure (s); 14 Drawing Page(s) 
1482 

INDEXING IS AVAILABLE FOR THIS PATENT. 

Compositions of, genetic constructions coding for, and methods for 
producing single-chain and multivalent immunoef f ector antigen-binding 
fusion proteins are provided by the invention. Antigen-binding fusion 
proteins having phosphol ipase A activating protein and/or tumor necrosis 
factor fragments are also provided by the invention. Genetic sequences 
coding for single-chain and multivalent immunoef f ector antigen-binding 
fusion proteins are disclosed. 



filed on 13 Oct 1994 



(U.S. corporation) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Compositions of, genetic constructions coding for, and methods for 

producing single-chain and multivalent immunoef f ector antigen-binding 
fusion proteins are provided by the invention. Antigen-binding fusion 
proteins having phospholipase A activating protein and/or tumor necrosis 
factor fragments are also provided by the invention. Genetic sequences 
coding for single-chain and multivalent immunoef f ector antigen-binding 
fusion proteins are disclosed. 
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US 1992-925687 
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Utility 
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Primary Examiner: 
Cochrane 

Browdy and Neimark 
Number of Claims: 7 
Exemplary Claim: 1 
8 Drawing Figure (s) , 
769 

Multimers of the soluble forms of the tumor necrosis factor receptors 
(TNF-Rs) are provided. These multimers are produced either by chemical 
or by recombinant methods. The multimers of the soluble forms of TNF-Rs 
are useful for protecting mammals (including humans) from the 
deleterious effects of TNF. 



Walsh, Stephen G . ; Assistant Examiner: Carlson, K. 
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Osaka, Japan (non-U. S. corporation) 

19940222 
19930701 (8) 
No. US 1987-89134, filed on 25 Aug 1987, now 
division of Ser. No. US 1985-708846, filed on 5 Mar 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A novel cloned DNA encoding a human tumor necrosis factor (TNF) , a 

vector having said DNA inserted thereinto, a host transformed with said 
vector and a novel human TNF polypeptide, and processes for producing 
them . 
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2000:3469 CAPLUS 
132 : 149951 

A unique zinc-binding site revealed by a high-resolution X-ray 
structure of homotrimeric Apo2L/TRAIL 

Hymowitz, Sarah G. ; O'Connell, Mark P.; Ultsch, Mark H.; Hurst, Amy; 
Totpal, Klara; Ashkenazi, Avi; De Vos, Abraham M.; Kelley, Robert F. 
Departments of Protein Engineering Research Bioassay Bioanalytical Assay 
Technology and Molecular Oncology, Genentech Inc., South San Francisco, 
CA, 94080, USA 

Biochemistry (2000), 39{4), 633-640 
CODEN: BICHAW; ISSN: 0006-2960 
American Chemical Society 
Journal 
Engl ish 

Apoptosis-inducing ligand 2 {Apo2L, also called TRAIL) , a member of the 
tumor necrosis factor (TNF) family, induces apoptosis in a 
variety of human tumor cell lines but not in normal cells. Here the 
authors describe the structure of Apo2L at 1.3 .ANG. resoln. and use 
alanine - scanning mutagenesis to map the receptor contact regions. The 
structure reveals a homotrimeric protein that resembles TNF with 
receptor-binding epitopes at the interface between monomers. A 
zinc ion is buried at the trimer interface, coordinated 
by the single cysteine residue of each monomer. The zinc ion is 
required for maintaining the native structure and stability and, hence, 
the biol. activity of Apo2L. This is the first example of metal -dependent 
oligomerization and function of a cytokine. 
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SUMM It is known that TNF , in natural state, exists as a 

multimer (trimer) consisting of three identical polypeptide 
chains, each with a molecular size of about 17,000 D. 
SUMM To elicit its effects, TNF must bind to the TNF 

Receptors in its trimeric form. Although the TNF monomer also 
binds to cells (but at a lower affinity when compared with the 
TNF trimer), it has no effect. 
SUMM As stated hereinbefore, TNF exists and exerts its biological 
action as a trimer. However, nothing has been known so far as 
to the form of the TNF-Rs to which TNF binds, i.e. 
whether the TNF trimer binds to individual molecules 
of the TNF-Rs, or the receptors themselves also exist as 
multimers or become multimers following TNF binding which 
better accommodates the TNF trimers . 
SUMM ... be able to determine the optimum length of any such linker 
molecules to produce multimers which best bind to the TNF 
trimer. Similarly, if the multimer is produced by recombinant 
techniques, the DNA which encodes each monomer may be linked in the. 



SUMM . . . may be formed by means known in the art and include inorgan 
salts, for example, sodium, calcium, ammonium, ferric or zinc 
salts and the like, and salts with organic bases as those formed, fo 
example, with amines, such as triethanolamine , arginine . 
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Quantity: 10kg 
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Citric Acid Trisodium Salt 
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'ChemAlefi* 
Storage Code 

GRAY 



https://\v\vvv3Tisherscixom/catalogs/chemgroupjsp?catalogParamId=6425401& 5/15/02 



fishersci.com - Catalogs 



Page 2 of 2 



Product Specifications 



Actual Lot Analysis is reported on label. 



Insoluble Matter 
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Free Alkali 
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Heavy Metals (as Pb) 


<=5ppm 


Iron 


<=0 . 001% 
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For Certificates of Analysis, please call 1-201-703-3165. 
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